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[0001] \^hFit3(Dmm^mmir^fcib(Dm^!!iio. mm^m^m\^^fcr:^h—>^ 



[0002] & ikm<Dm.B^mmi-i. Mm^i:>ti^xm^^tix^^^mx.it. ^wwxmix 

[0003] — 1998<^(C^^$ttfc|^A{C*3(t§RNA^#(RNA interference. RNA 

:S^2;4i:|^RNA;&S^ Dicer^iq^iitb-5RNaseni^-f:/(?5?£ti(Cj;l9siRNA (short i 

nterfering RNA) tm-£tl^21^25^i!7U:t^h^(DmmKNA{Z.^m^tl. J^V ^X 
.^siRNA;&S^RISC(RNA-induced silencing complex) ^iq^fitt^yTj?;^^ 

m)o ^om. ni?Litii^HflJiS-et)RNA^#^^£:^bTjt^T-|gm^ft]^Ji-6wi# 

^?'jJBCR-ABL'^AMLl-MTG8^V>ofc:^^9mRNA<75^^^J|]a!Ji-SRNA^ 

[0004] — ejfiL?p!^Jia-e(*.AML(^ti'i'Mt4fiJk#!. acute myeloid leukemia 
) . ALL iMi^V & Ik^. acute lymphocytic leukemia) . CML (Ht^'B' 
a Jfc.5lf!> chronic myeloid luekemia)^(^70— 100%-ejE^'i'M^ilS{^ 
Jt^lOOO— 10000{^i:V ^0Flt3<Dm^^7!)m^^th^^t7!)m'^^tlX\i ^'5 (M^ 

it. ##fF:i:Mi7#m)o Fit3oj^KMgPii:T^3-K-t-5mj£^^^i;i 
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ii&^Jfi^^M(Flt3/lTD^^,ITD: internal tandem dupUcation) 
tV.AML<^)20— 30%, APL(^ttBtf#M^ttSjfiL#!. acute promyelocytic I 
eiakemia, ^^(DFAB-$^Mi'^^^^Xi'iAML:M3t^ir^)(D20%^ MDS(#il 
i^M^^i^m. myelodysplastic syndrome) <^5%{C:^m^tt. jlS^^^^^^ 

mi8-21#flg) „ Flt3/ITD^M;6S;j|qii-;5J^^{^y:ifVK#^^fe#'|4(D=3f'^— ^ 
. 'B»J;tfi. CEP-701 («»J;t{^. 0<I^WXm22mm) . SU11248 (^Jx.{i. ^^fP 

#4#fFJCll^l:Holt J. T. . ilfe2^ . Molecialar Cellular Biology, :i|8#, ||2 

963— 973H (1988^) 
#^#fF Jti^2 : Bettinger T. , Read M. L. , Current Opinion in Molecul 
ar Therapeutics, M3^. Il8#, 116— 124H (2001^) 
##fF:i:i^3:Verzeletti S. , -ftfeeife , Hiaman Gene Therapy, :||9#, ||15 

2243— 2251H(1998<¥) 
##fPJtife4:Wierda W. G. ,Kipps T. J. , Seminars in Oncology, :|| 
274i, 115-^, 502— 51 IM (2000^) 

##rF:SCife5:Gewirtz A. M. , -^2^, Blood, M92#, :03-^, 712— 736M 
(1998^) 

##fFJi:ife6:Fire A. , ffeSig, Nature, ||391#, B806—81lK(l998<¥) 
^#fp:SCifc7: Bernstein E. , -ffeS^, Nattire, ||409^, :l|6818-^, 363—36 
6M (2001^) 

#^#W:S:ife8:Tuschlt. , f|fc4^. Genes and Development, :||13#, ||24-i- 
, 3191— 3197H(1999^) 

##fF:S:i^9:Zamore P. D. , flfe3^, CeU, HlOl^, i^l-f-, 25— 33H(200 
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0^) 

##fP:S:jS^10:Nykanen A. . ftfc2^. CeU, :i^l07#, ||3-^, 309— 32lM(20 
Ol¥) 

##fp:S:jS^ll:Elbashir S. M. . fife 2:^ , Genes and Development, Hi 5# 
. f^2-^. 188— 200M (2001^) 

0WWXm2:Upeirdi C. . -^2^. Cell. Hl07#, ^3^, 297— 307H (200 
l¥) 

##fl':ft:iSfel3:Elbashir S. M. , <|fe5^. Natxire. M411#. :S6836^. ||49 
4— 498K(2001<^) 

#^#fl^:S:iSfcl4:Caplen N. J. ,ft&4^,Proc Natl Acad Sci USA. H98# 
. 1117-^. 9742— 9747M(2001<^) 

##fF:SCitl5:Wilda M. . ftfe3ii&. Oncogene. :l|21^. 37^. 5716— 5724H 
(2002^) 

#^#flF:S:ifel6:Heidenreich O. . it!l7^. Blood. :||101^. ||8-^. 3157—31 
63H (2003^) 

0WWXW^n '.lyreideT H. G. . Leukemia. ||10#. f^4^-. 588— 599M(1 
996^) 

^^^f^'lSCiSfclSrNakao M. . ^8^. Leukemia. HlO^. ||21-^. 1911—1918 
M(1996^) 

##fFS:fifcl9:Yokota S. . fife 10^. Leukemia. Hll^. :||10^. 1605—16 
09M(1997^) 

##W:SiCilfe20:Kiyoi H. . mi9^. Leukemia. Bll^. 9^. 1447— 1452H( 
1997^) 

##fF:i:ilfc21:Giimand D. G. . Griffin J. D. . Blood. :Hl00#. ^5-^. 1 
532— 1 542H (2002<^) 

##fF3!tSft22: Levis M. . flfa9^. Blood. f$99^. Mll^. 3885— 389lM(2 
002^) 

#^#rF:A:iSfc23:0'Farrell A. M. . ftfcl4^. Blood. BlOl^. B9-^. 3597— 
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3605M (2003^) 

0^WJCt^4:GiLes F. J. . mi6^. Blood. ||102#. f^3^-. 795— 80lM( 
2003^) 

##fF:XjS^25: Levis M. , flfc4^. Blood, ||98#, 03^. 885— 887K (2001 




[0005] :*i:|§§g<D10(^fi!|B«, Flt3(^^tg^«]^J'rSi^. Flt3i^^mjSiiaia&U«/'Xfi 
FltS/lTD^M-^^^JiS. '^[j;t{f, FltSHb^m^'fb/NaJSa^U^/X^FltS/ITD 

iM-^^J^'fb^ii^, $6>^c^J;t^^, Flt3S^m&ifiL5lraJ^WJSSS.U«/XttFlt3/lTD 

i:. Fit3it^^^<©i§m*^ffl]^ji-'5i^. Fit3%:=:i—h'ir^mm<Dmm^^-^<^ 

^Jia&t;«/'x«Fit3/iTD^m-^#^jBa, -e^jx.^. Fit3«^m0'fbjisiajia^tj?/ 

/'x(*Fit3/iTD^M-^* e jf[L#!^jiaici3v ^-c. m^m^m^<DFit3(Dmm^ 
mmv^^mm^m^^'^^^t. mmmskK)^\^^x. Fit3ae^^<D^m*^«]0j 
i-^r^. Fit3^=i—\^-r^mm<Dmmi^m-^<*^^if\im'r:6^t. Fitsm^mm 

->i/-^/w^ft]^Ji-§r Fit3i5^:^/^^K^m*^^$iJ-f §::t^<Dii/-/K tt> lo^ 

[0007] ^fc. *^§a(0$b(;if&<Dffi!jffi{*. Flt3i^^m^liajlt;?/Xf*Flt3/'lTD^M'^ 

w^wiia. m:k.it. Fit3mmmmims^&xfyxi-±Fit3XiTDmm'^^m^tmm. 

$ (C^J XL . Flt3i«|§m e JfiL^lraiiJia^ {iFlt3/lTD^M-^# jflLjIp!^ 
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o 

[0008] i^hK. ^^mmmmmm^. mw.T:^h—iyy^m^:i3m^^mx<n^j:^^t. Fit 

(DFit3 s Mmm^yi^'r/^^^^u-r^^k, mmms^(DFit3^>^<:i7M^^M^mm 
ir^^t. mmmis^(DFit3m.B^<Dmm.M^mmir^z.tm(D{i?'fi:<thi^^m^ 

[0009] irfj:t>it,, :^mmn. HK^iBflB-Cii. Wlt3(DmiS:Bmm. ^-r—^mi^RXJ^ 

ATP^^^^^mm7!)^i^^i:?>mx*)m^^thfc{i;^^j:<th im(Dmm^m^tu pits 
[0010] :^mm i-i. ^2<Dmm-r^it. tib (a) — (c) : 

(a) mm^^-:27mm.(D\ihlEmm'\t3<Dmj&^^i^(DcIiNAMMmM^M!t'f- 

(b) mm^^:28m^(D\ihlE^mFlt3(D^-r—-^mi^(DcDNAM^mniz:Mit- 

iB^J#-^:lx 4, 7, 32. 35&U?38;6^fe/j:5PJ;l9i^(^tbytil^^^<^>bia<^i&^Ba 
UTfi. #»Jx.fi. BH^J#-^ : 20it«BE^J^^ri-'5J^^^iB^J#-^ : 3(DmSBH^J:Sr 
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[001 1] ^mmi-i. m3(Dmmx-i-i. thpitaoi^afi^^*^, ^-r—'^mi^&xfATpm^ 
[0012] m4(Dmmx*ti. tie (a) - (c) : 

(a) ga^J#-^ : 27mm(D\lhlEnmFlt3(Dmj&mmM(.(DcDNAmMmn 

(b) mm^-^:28mm.(D}:ihlEmMFlt3(D^-r—ifmi^(DcT>NAMmWd.mZLM!t- 

(c) ga^J#^: 29|Em<^tMES-MFlt3(DATPig'^g|5^i^*^(DcDNA±&^iB^J{C 

[0013] ^mmn. m5(Dmmxn. ^mm(Dm^m^x^. FitsMmm.mmRxj^y'xi^ 
Fit3yiTD^m^^mm<DmM^^^Kmuu ^m^xv). mFit3mm^m 

!^RXJ^XJLnFlt3yiTi:>^m^^mm(DT:^h—iy:^^mm^'^^:it^W<^tir 

5. T:^h—i^:^m^:^miz.m^^o ^mM<DT^h—>:^m?^:^mi^i3\,^Xii. ^ 
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(ofzJstxDmMiXhh^o 

[0015] l|6(0{Bfl®-C«. ^^^^(Dm.^^^^mUt.^yVKm'r^o ib^t^^^iy 

U^. mmT:^h—iy:^mm^^^X<nti:^^t. Flt3mm^m^RXJ^yXit.Flt3 

yiTD^^^mmm. m^it. Fit3mmm.&skmmmRxj^/^xi-iFit3yiTDm 
m-r^^t. ti!mms^(DFit3^>^y<^mmm.M^nm-ir^:Lt. mBms^<DFit3m. 

[0016] irf£ibib.^mm<Dmmn. 
[2] TIE (a) -(c): 

(a) BB^j#-^ : 27mm<D\ihJEmmFit3(Dmj5:i^mi^<DcDNAMmm,miz.Mii^--ir 

(b) iE^J#-^: 28|E^<DthEaMFlt3(7)^^— ^^^^<7)cDNAigSiB^JlC*J-JJ? 

ir^mm. RXf 

(c) SB^J#-^ : 29m^<D\lVJE^m.Flt3<DATPl^^MiiLmi^<DcUNAMMmmz. 
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[3] i5—25mm(Dm^^mir^mm^^^\^xfj:^. BifiB[i]x{t[2]iE4feom 

mm. 

[4] SB^J##: 1. 4, 7, 32, 35RU38]b^h^j:^mX'0mVitlfc{i^^J:<t^lU(Dm. 

Ba^j#-^ : 33(Dmmim^^ir^mmtm^m-^ : 34(Dmms.mt:mi-^mmt^ 
m^m-^:36<DmMm^i^^i-^mmtm^m-^:37(Dmmmm^m'r^mmt^ 

[7] TIB (a) -(c): 

(a) m^m^-:27mi^(D\ihjE'^mFit3<Dm75:mmi^<DcDNAmmmmcMiit:-'r 

(b) mm^-^:28m^(0\ihlE^mFlt3(D^-f-—iimi^(OcDNAMmmmz.MSt- 
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mm^^:33<DMmiim=k^ir^mmtmm^^-:34<DmMmm^^-r^mmt^ 

V:^ti^—^—^mir^^^^—^^LXfi:^^ StflE [6] - [ 10] (D\ ^^flt^imz. 
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ffi m K^:ij^^m u FLrr3mmm.ms^Rxfyxi'iFLT3y'iTDmm^^ms^(D 
mm^m^m^nmu ^tn^^v. mFLrT3mm^mmRxfxxi^FLrT3/iTu 
^m^^ms^(Dr^h-iy:^^mm^'^^^t%:!^mtir^ . atria [ i4] mm(D:^m. 

[16] H^^IB[l]-[13]<DV^-f4^;6^l«^c|E^<D}^^^^^^-^;tbT/.^-5. Bt[|B[14] 

[0017] :^mm i^^^. ^m<Dr:^^ir:^:^mm^v:^-^-<j^^mt\^m^j:^. Fit3(Dmm 

i^fc. ^mj^(Dm.^<^^mm vtcFit3m^^ms^Rxji^/^xnFit3yiTu^m^^ 

mm^y^i^u^^u—iya^^u Fit3^^m.ms^Rx^yxaFit3yiTu^m^^ 
mm. m:k.it. F\t3i^^mMmm&xfyxi^Fit3yiTL>^m'^^mhMs^. 
mK.it. Fit3m^^&skmms^Rx/xxi^Fit3yiTD^iSi^m^shL^mm 
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[0018] [miDsiRNAS.T^^'^— ^Pi.*^Jo#>ffllcj;§, jisfflJI&li5ll?Stt<o^>fb;fci|-rsE|-e 

[0019] ;$:^5g(i^Flt3(FMS-Uke tyrosine kinase 3)<^#|g^^[>>'W^:=.l^— hi" 

?>:LtxFit3mmmmmRxj^yxnFit3yiTD^i^^mmm<Dmm^m^&^i^m 
Fit3m^^<Dm^^Rxj^xximt3yiTD^mM^^<Dm^^m^ir^^t.i> 
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[0020] tfriEFit3{*. mihLms^<DmMmf''^h^FL (Fitay j^^/^^k) (D^mi^x-h^ . kit ( 

feS3feii5SH^^)^r^tfType m receptor tyrosine kinase (TEUO^T^y — 
6o StflSFltSiJlFLdSJ^'a-i-SritJliJJ, ^^<*:(?52»#:>fb^^^(*:^-^— 

[0021] *fc. t^^lBFlt3^i. m^mskmm<Dmm\^'^mmi^m-^ir:5mm^j:'^^tnK.h 

[0022] (l);*:^eg<Dm^i^ 

[0023] :*:^eg(^SiJ<Dffi!lBfix TIE (a) - (c) : 

(b) iH^J##: 28|E^CDtMESMFlt3<D=3e'^— €^*^OcDNAi^SgB^J(C^/S 

(c) ia^J#-i- : 29|aS(OthjE^MFlt3<^ATPM'^|f|J^^A^(^cDNAl^SiH^JtC 

[0024] ;$:§gj^#lc4oV ^T. rthFlt3<D^3£6l^^j ^{i. -^Jx-tf. 'eiSA(^^^Flt3a 
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mm^^^ir^o *fc. _h|Emafi^^^^^f3ldry:/14-15^^:^oV^T. Flt3/IT 
D^MSrWi-5iB^J<?5fa*|^, :*:^§g<Dm^^{-'^*ti^ rFlt3(D;^tg^i}5$iJL5^ 

[0025] ^K^#(C*5V ^-C. rthFltSOdr-^— ^'^^J ^{i, -^HX-fS. Itf AO^^Flt3 

^^rthFltSO^-^— ^^^Jfi, rb:h:iESMFlt3<D^'^— €^*^(^cDNA 

Fit3<D^'r—'\fmi^<DcmAMmmm(Dni^i^MJt--r^^i^%:\'^\^\ m^it. # 

[0026] ;*:Mjal$^^:i3V^T. rfchFltScOATP^-g^gPiSt^^ji:}*. Mx.it. m^X<Dmm 

i^-^-^tt^mmiir/^iDh. Fit3<Dmm^nm\.^^mm) (Dm^mi^tvxtti-mx 

feSo Sfc. ^m^llhFlt3(DATPm^mimmit. rtME^MFlt3(^ATPjg-a-|fP 
'E^fg^OcDNAi&^gE^Jfcm'r^lH*^] Srt>'^-^-rSo SffiBrthjESMFlt3<:0A 

TP^^miiLmi^<DcUNAm.mmmi^M!i:^'r^mi^i tit. m^m^:29<Dm.mi 

^\X^:^tl^\ihjE^mFlt3(DATPi^-^m<DcDNAm.mm^\<Dmm^M!t-ir^ 
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±mmi^(D^mm>hiiMi^^j^(DmMmi^^-^xmm'r?>^t7b^xt^o 

yxitFitsyiTD^m^^mm. m^it. Fit3i^^majfiL^^Mt)^/xOTit 
s^(DFit3mu^<D^mm^mmir^^tx:h'DXhx\f \ ±m ^Fit3<Dmm^nuv 

^^mmtL-Xi-i^ #^;lPS^$^^/^V^;ii\ siRNA;6S^J^$tl^„ 

[0029] t^oT. :^mm(Dm^m^xtnt, Fit3m^m,mB^:BLXfyxit.Fit3XTTD^m 
^^ms^. m:k.it^ Fit3mmm.mtm^Rxj^yxi-iFit3XiTD^m^mmtm 
m^. ^h{z.mK.\t. Fit3m^^&sk^nms^RuyxnF\t3XTTD^m^^&i^B.m 
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[0030] :2|s:§g^#(C4oV>-C. rFlt3ffi|iimMj^{*.Flt3 mRNA:dm^m^X\^^mm 

m^(D\,^'riihi)^^^Mo *fc. mm^Fitsmm^mtmmitit. pita ihrna 
i)mmm^x\^^m'{tmm. Fit3m^mMi^i!^-r/i^i>^m:k\^x^^^mitms^. Fits 

jfiLilrajNeJiat Fits mRNA;6S]ft ^^bXV S jfiL^R^fflJia. FltS S 5l$li5it^/i?' 

^/i-^^miz}^x\^^^ikmmf^.Fit3^:^^<:^m^M^^L'X\^^^^]kmms^m(D 

[0031] ^blC, TFltS/ITD^M-^W^iiaj ti^i. Flt3<Dj^jfi{^^*^OaidE-y>'14— 1 5© 

ii;^uTv ^^mm. ^m^mFit3^:yy<^m7!>mmm^x\^ ^^ms^m<D\, ^-rt^t);6s 

-^^tvSo ^tc. rFlt3/ITD^M^*^^b^J8^J^}^. Flt3<Dmj&i§mi^(D=^^y 

3 m Mmm->^ir/]^7!>^i^±vx\^ ^^m^tmsk. ^ m^mFit3i$f:^y<^m:dm^m^ 

V ^^^ikmmsk. ^m^mi^^m\^xFit3mMmMiy^^/i'7im±x^x\^ ^^^sk 
mmsk. mm^mFit3^:yy<^mii^Mmm^x\^^^ &ikmms^m<D\^'rifyh-A^^iE. 

[0032] mm ^Fit3^=i—vir^mm(Dmm^m^<if^i ti.xi^, m^it, m.]k^mm. 
&!km(APL).Mm>^<i^&ikmiALL,).'wmm^^mmm(MDs)mf)^mif 
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[0033] :^mm<Dm^mii^^'^ti^^Fit3(Dmm^^u\^^^mmit\^xn. w^m^^n 

it. 3' 7feiia^i;i2-4:^^Si?mbfcr:4ci^RNA(DJi^t>t<Dlj(D$biC0^b<{i3' tI? 
iiS<M{-2:^S^mLfcn;2|C^^RNA«D?l^Jt^(0t>01?feo-0b^V ^o ^(;i2-44&m^b 
T {^TTiB^J — TTTTiE^J 7!)m^^tl^o 

^:^tcj:9.Flt3jtfe^=-0«e!^JM^^mSr^t-S>Naiia(^;^SrRNA^#$*-5^^;dS 

[0037] :^mM(Dm^mc^-^ti^ ^Fit3(Dmm^^u\^o^mm.i (Dm$\-:^mi^^ 

[0038] tmm (I) 2^fe«it^ffl!lfi. «l$iJi-'<tafe^^<02^jc«it5r:/ni/7i^#t;iio-C^ 
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^}iMV^;55^ MFOLD7"ni7'^i:.(http:/'/'bioweb. pasteur. fr/seqanal/int 
erf aces/ mf old— simple, html) /J^^ffl "T?#^o 
[0039] mm (II) siRNAgB^J^^l;i4oV ^T^i. ^6^^-rSfg^(DgE^J. Flt3<D;^tgtr«]^J 

:/vi^-i^-mm. mmm^f-mm. s'^mmmm. 3' 4¥mmmi^&x^m 

5^i:}dS^*UV\ '^>y^m<DGC^mn. #l^|5B^$ix/<ev^dS. 30—70%, J;«9^Ef^ 
L<}*40-60%i:i-^;ii:;6S-e#So ##M6^f^ffl^llJ5CfcJe>. 0^b<fi, ^ff^ 

2. 35^t;?38;6^^ne:5ilJ;?)3^{mfc^ne<i:t>iS<^):^SiH^J{^>^j^i:«RNAifi 

3. 5&t)«6. SRrjS. 33&U«34, 36^U?37, X^*39S.^/40|Em(DJ^SiB^J<Dm 
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[0041] :^mm(Dm.^mc^'^^mm^. $f it, y':t^i^V:^^^U:t'^]^'mJ^yx 

til tVJfe V > ;6S ^ 2 ' -ACE ( 2 ' -bis (acetoxymethoxy) -methylether) X {*2 * 
-TBDMS (2'-t-butyldimethylsmyl) ^(D^m&^m^^tc^t^^^m^X'O^ 

V^;&S^ mx-it. e-Z7 lf:^'5='>'#*P> 2'-0-:^^Mt. PNA(Pep 
tide Nucleic Acid^bx T^/'fb^JJiS^tf bti^So ^^^iS^J*. RNAT#f^ffi 

^Pl*b^J^v^lS^9x 5'*SfiS. 3'7^feSv^«rtg|S:^S<^v^'r^^^^:#^JPL-ct)J:v^o 
ATPi^'^SP^a:^^d^e>Jfcsmt)ig^$ tv/c^i^/i< i;t> l®<Z)^*^Sr^6<j^b. Flt3 

[0044] ^b^C;^|5:|il5g(^SlJ(D{H!IBi:bT^^ . tiflB^^. . TIB (a) - (c) : 

(a) ia2?lJ#^: 27|S^OthJE^MFlt3(DJ^J£#^^(7)cDNAi&SSa^J^C^^£:-r 
S^^^^ 
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[0045] :^mm(Dmmmz.xi^nt, fchFit3oj^3£^^^, ^-r—^mmRxj^ATPm^n 



wo 2005/035004 



20 



PCT/JP2004/014851 



[0046] ^mmfDm^mz^-^ti^^^^—it, w$%W}!i^ms^\Hx-Fit3(Dmt^^ictimi^5 

K . iGENE^JiM) X siLentGene iM^n^ . PromegattB) . pSEC Hygro 

Vector (^pliiS. AmbiontfcM)^;5S^tf^tv^o ^^T^f 
Tfi.BD Knockout Adenoviral RNAi System i5piS. Becton Dickins 
ontfcM) 'b^^\'fhf\^o V'hci!j7-r/V'P^^i5'^— ^UTfi. pSIREN-RetroQ Vector 
(^a^.Becton DickinsontfcM)^;dS^(f btvSo 

tRNA7"n^— ^ U6snRNA:7'n^>-^— , y:^VyY{.V^xx^^'^—^ii^^ 

Cre-loxPix;^7"Am^'a't?iir-5^^ \z.^'0 . ^"omM \cMim:W^'t^^}i\>X^^ 

o 

[0048] ^^^-<i7i5^-{i. '0«JXL(iMlEFlt3Oatfe^ft]©Jb5'5i^^^(I)2^«3ti=^a!)(Z)P«. 

[0049] t5ie-<^^— <z>«iitt. m\zMM.^ic\.f^\ ^a^. mx.i^. KNA=^m<Dm^ (a) m^j: 
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mTi^^^ m oRNA^^j {zm-t^±>:^RNA^=i—h^'r^mmtT>'^±>:^R 
—^—mmTi^—:^(DKNA%:=''-h*'r^mmt:. T:y^±>:^mi^xmm'r^yT^ 

iS'— ^J^^bl-^RNAtC^BM6<j:^^RNA^=i— Ki-^i^^^SagUT. 

m6<J«J0lf^ffi. '0«J;t^^RNAi^^f^ffi^^i-gE^J■T:fetbf^#{c:pg^$tt^^V^^^ R 

- m\^-^^]){A)wm^mvi't^^t 
[0051] &.T\^¥it3(omm^i^m.o^mm^^^U':L^i^^—(DY^Wjm^^^ rn 
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[0052] i-Jie*pt> . Fit3o^#. mPLitmj&mmi^. ATP^^m^rj^-r—ami^m 

i^fix ^^{J:J;t)siRNA^^DSiB^JSrPCRfe-ef^j|Sib. U6 RNA/Kyp(7— 

(-r^^t>t>. U6:/a^— iJ'— ) (OT^lcif AUT. ^^:ti±^yh^i^mL. 

[0053] ^OJ;5lc;2|s:|g5g(^m^i^fi. Flt3omt6^W3^Jb5S^^X{*^^^^Sri*:^^b 
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[0056] ^mm<DT:^h—i^:^m^:^mi. :^^m<Dm.^<^7!)m\^^htlX\^^^fcib. Flt3 

[0057] *fc. ^mm(DT:^h—i^:m^:^m-i. '^^—•^^rm^ir^mM'km V ^^:^m^ 

U:=^TJ^ '7T^'^iy^—T^:fy/l^^&M) . ;=^i5'^7Ci^/j<y:xil^#:PKC412 (CGP41 
251. y^W7">r;^^i:M) . -r>Ky/i^^'fb'^i^SU11248(;^— i^^i^^t^) . 
:/^#^I>-64406. D-65476(ASTA;»<7'V;^^1:M). AG1295(CALBIOCHE 

[0059] :2t5:^§g(DT;^<h— i^;^^^;^&{j:j;tvfi. :^^§gom;ifei^?r. Fits 

[0060] F\t3mm^mmRxj^xxi-i.Fit3XiTi:>mm^^ms^. Mci^m^itFit3M^m. 
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y^^/Vv^e^A^. DEAEx=3{-;^b^:^&. %'^)vm=i-^m^^:>jWi. ji^^-fe/i^ 

[0062] Flt3,«|Sm^Ji^S.t//X{*Flt3/'ITD^M-^^M<^li5gO*1]$IJ{i. 

i-^^^;65T'#§o #(C|JB^-rSt>0-Cii/iV RT-PCR&. yT/ViS'-fA 

RT-PCR?fe, if:^:/i3ixh^, "^^^^y^xi^vm. ^:/if -YA^fi^yTs/'fe-r (ei 

A). ELISA. :fe^^#.ife^fcj;Dff4^*L5So 

[0063] Flt3«||im>NBJIia.SttJ^/'X«Flt3/lTD^M^#*8BJ!a<^TJ3^h— i/;^}*, <^^<^ 
0)mM^^-^(Dmm(Dmm. TUNELI^. MTrm. ELISA. :fej^^fe^{Cj;«9tTt> 

[0064] ;*:^ia(DT7j<h— ^/;^il|g;^ifefi. Fit3i«|imejk^^Ji&&U^/'XfiFit 

[0066] (3) SiflETzKh— i^;^^^^&iS:=fTJ'jJ9fc*(D^5'h 
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*fc. ;4s:^5g<D^5/h(c«, :^mm(Dm^m^. <^^(DmmihmA:}jm. 
[0071] Fitsm^wms^Rxj^^xi^FitsxiTu^m^^mm. M^i^matFitsmm^ 

fe. y^'^yvv'i^AiSfe. DEAE-T^df^x^h^:^^. ^•fe/^*ft^^?^fflv^s^?fe. iS&^-fe/p 
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[0072] !^r(Dmmmiz.^'o. :^himmK:^mmm.m'r^i>K ^mmnmmm<D^m 

mmm i 

[0073] a)Fit3(Dmm^nui^^^mm(D^^tm^ 

3WT (» ^M) i&mm.mm . EoL-l^BJBa CFlt3WT (if ^M) iiS^^JNaJia] .S.t/M 
V4-1 imM [Flt3/lTDi^^m^B^3 ^ffi V ^XmiVfZo 
[0074] Flt3<D#tg^«)ffilJU95^^i:b-rffl V ^5siRNA{i. iJiLTl^l^-riB^J^^fhU. 

^iB^J#-^:5(C, T^^^±>y^mm^mn^'^:6iZmir, j^afi^^^ (Flt3/'JM 

[0076] (2) ^ms^^<Dmu^mA 

HL-60^Ji^ CFlt3 WT (If ^M) i&^MM^ ; ATCC CCL-240] . EoL-1 ^JIS 
[Flt3WT (Iff ^M) iih^^*WJiS ; ECACC 94042252] S.U«MV4-1 IJjSHJi^ CFlt3 
/lTD]^^m^ia;ATCC CRL-9591]0#^ilS^. 10#:^% v-ifef? jfiL?» ( 
FBS)^»UfcRPMI1640i#fl&(^;^77^^>r:*-tfcM)-e. 5#:jM% CO #?iT. 3 

2 

[0077] (2 X lO'jNBJia/ml) 6!j7ai/V^l/— hcf' T'24^^^je)^^b. mm 

^iHlllXL. Mia^l. 5X 10'laJi&/^mlt/<e§a;5(-Opti-MEM(^p"n:^. Invitrog 
enttM) l-ll^Sb. #fetvfcili®*g(^:. i^#S200pmoli:/^5J;5(C'g'^siRNA?r 
^;!jPLfCo Oligof ectamin i^Mi^ . Invitrogen^tM) 4 u iXKlt-^m^ ^T. fSoli 
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[0078] BCR/ABL=¥^7 mRNA<0^6^gH^Jt:iB^J#-^: lOlC^-f-o ^tO^^^^iB^Jtc: 
*M-5siRNA40-fei^;^iB^J^iB^J#-^: IKd, T>'^-fe:/^gE^J^iH^J#^ : 1 2 

[0079] (3) RNA^^<DliM 

mRNA»(D^^b^a!l^i-S^i:{^J:o-Ctf^cCofcio 
[0080] Oligof ectamin iSi^ . Invitrogen^t^) V ^T. •^^!fesiRNA^#jiS{BJi& 

^^;^:7cni5'i^3VLfCo 24^^^. #bnfc^Jia;ei^fe>. TRIzol™!*:^ (Invitrogenit 
jii)^ffiV>T. ^RNA^ttWb. ^htltcm^^. DNaseI(i5';&7^W:^^h$Si) l;iJ;«9 

[0081] #bttfcRNA 100ng^^M^L.gB^J#-^:13Ol&SgB^J^Wi-S;^y=fp?:^'l/ 
:^^K^iH^J#-^ : 14<Dmmmm^^ir^:tV=^^i!ru:t^Y:t^y^-(-^—M (#20 
pmol) Real Time One Step RNA PGR Kit(^p^^, ^J'ji&^^M^^t 

^)^>^v^T. yr/i-iJ'-i'i^RT-pcRjsfe^ft^^ofco yr/ViS^'i'i^RT-pcRjfetc 

*3V^T^t.SYBER Green U^:^yy<^:t^)Km-i<W:^(DmWi^.UghtCy 
cler(^ia^. Roche^tM) i^X^M^l^fCo mmW^: IS^TJ^ielE^cT^T^^-r-^— 

[0082] PGR^#{i, 95X^X30^(D4:^^^^—>3XD^^ 95'CXl^t60X:X10^t 

72t:T*30#^?:l1^^>5'/^ii-S40i^>f^}^/^<^KJ^;^^T^^9^#i:bfc„ 

[0083] #siRNA(;Cj;'5Flt3 mRNA=fi0'(D^^^^&.T<Dml^Z.^'ro 

^niRNA^^i(Flt3 mRNA/^GAPDH mRNA)^100%^L. -^^ifesiRNA^ 
.SV^SrtlCj;«93S>fbb/c+S*J-niRNA^^*(Flt3 mRNA/GAPDH mRNA) 
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[0084] [^1] 



SI 




S i RNA 1 


s ! RNA2 


s 1 RNA3 


s i RNA4 


MV4-11 


6 5% 


54% 


6 5% 


5% 


(tTD ^mn^m) 


(1. 6) 


(1) 


(1) 




EoLl 


41% 


54% 


63% 


8% 




(1) * 


(1) 


(1) 


HL60 


3 1% 


46% 


3 8% 


7% 



(WTfi%^) 



* : E oL 1 TORN A^^»Sa«* 1 1 L-fct 



[0085] siRNAlS^ffiV^fcJ^, ITD^M^Wi"^jisaJia(;i*5(t'5Flt 

_hFlt3 mRNAm^^^^i^mUi-^^t7()^t>7b^^o 
[0086] — siRNAS^fflV ^fc#-^. ITD^MO#MtCd^;^>^fc>b-f . FltSi^^m^^fl^tC 
*5 V >-C. Flt3 mRNA^m^. siRNA^ffi V ^fj:\ ^m^(D6 5 Flt3iS|g^ 
*BJl&(CJt|{5L. W]^J+B>^^itTl. ef^i^AJiFltS mRNA^m^3g*^6<](CjJfl^J-t--5:i 

[0087] ?JjJjo, siRNA2%fflV^fci^. ±X (DBS^X-FltS mRNAli^^JS^jL. ^<^^ 

[0088] — Flt3 mRNA^{*M^/j:V^siRNA4t?fi, Flt3 mRNA^^cD^^J 

hfS:fi^^tio Vtz-fi^oX. Fits mRNA^mc>«]^J{C*5V^-C. ia^Ji|#Mti;5^fe<5i^ 

112 




[0089] :=^^mo:>mMmo:>mii^^mRx^T:^h—^^:^^<Dmm\^^^ ^xmiw^ 

[0090] ^|§§gcom^^ (-^^siRNAl— 3) (i. ±|S^Jfi^Jl-(l) i:l^#Otj(0^fflV>fc 



wo 2005/035004 



29 



PCT/JP2004/014851 



[0091] 2 X io*ms^y'^:^/^<Dm&x-96t^zn/u-^u—hicAtifcms^^KPMimm(ioi^ 
2omm^. mmmmmi^^. m^^^ :Premix wsTmmim^a^. ^1:^=7^^^^ 

5::i:(Cj;«9||JfeUfco i^^^-k^W-^^W^. ABTS^^^^^»U> 405nmO@i 

[0093] ^S-^^lKsiRNAtC^SFlta mRNA^^ jfiL5^^Jia^(^ii^Sti-^0^#cD 
[0094] [^2] 

S2 



s 1 RNAl s 1 RNA2 siRNA3 



3 7. 5« 



MV4-U 5 6. 4X 4 1. 4X 

<nT>ffiaig%%) (0. 4 9) (0. 3 6) (0. 4 1 ) 

ErfJ 68. 5X /g. 7* 45. 1 SK 

tWTiS%^ (0. 6 0) (0. 70) (0. 50) 

1 leSC 1 15» . 90. 3S6 
(WTfi%S) (1) * (1) (1) 

* : HL 6 0 TORN A=F»3a*Sr 1 1. Lfet ^OttHaHSaSttit 

[0095] ^2tC^$n5J;5l-^siRNAl— 3S^fflV^:/t#^. ^>«rFlt3 mRNAift^; 

M<D^M{^mWj:<.lC50{50%mJtMS.) 10nM<^^^-CFlt3 mRNA]^5l 
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[0096] siRNA^mA'r^:i.ti^x^xmMi!i^6o%&.Ti^i({im^titims^x-ii. 4 

j| 3 

[0097] Flt3(Dmtl^^^U\^^^mm^mW.^-^^fcib(D:tJ±iyhi'i. BamHIi^-fh, loop1^ 

RNA Poim(RNA3j^y7^7— •^111)^5'— iJ^'-i^'l'h&miindini^^hS: 

[0098] ATPf^^MiiLmi^i^Mir^±>'^mm^m^-B- : 1 ric. Ti^^^i^p^mm^m 

[0099] Fit3/iTD^^(;i>i«J-i-^-fe^^;^iE^J^gH^J#^ : 21 {c. T>^±i^::^mm^mm 

[0100] ^fetT/fc-a-A^DNA^. 90'C-e3:$>raiJPf^bfCo ^(D^. Et>{e:37'Clc:?^*PU -fe 

[0101] ^(Jl^iStiferpSilencer 2. 1 siRNA Expression Vector Kit (Human U 
6 Promotor . Hygromysinjgjf^;^ ; Ambion^fcM) ^-ffi V . MJa^C* ha — 
/V'(;iUfc:dSoT. Flt3(©atg^«l$«Jb9S^^^i!S:itL:fe-^iJ'iJ'— ^«^bfc„ -r/.C 
^■h. ms&r^—])>^^'tfzm:i^±iyh^. T4DNAy;^— ^'^^V^T. ±IEpSilen 

cer vector{c:®j^$-^, Fit3(Dmm^m\i^^^mm^^m^ti^i^^—^nft^ 

%htLfc^^i^-~^m\/^X. ±mM=^>^'T>h±/l' (DH5 a . 

fei^lL. 37X:Xim. Ampicillin^^i-LBi#fl&_h-e^*b. ^M^^tlfc=i^^— 

^miSiL. pSilencer^7;=^^K^)»]ilbfc„ fj:^. mU^tltcy'yy^^h^^, BamHI^ 

HindI^i:^fflv^T?i'fbb. WAm}ir(D^^mmtvxm^^^'-^^^mmi^tio * 

ti. ^i4i^n— ^-<DDNA^^:oV^■r. BB^J#-^:25(^:^$tvSMS@E^J^t;«iB3?»J# 

^■:26iZ^:^tl^1^mm^]<D^tl^tl(Di^—^:^^^>'^Zf9'^^—%:m\/^Xm^U 
pSilencer:r7^^K(D}f A®f>t(^ifeSga^J^«i^LfCo 
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[0102] (1) Kinase mhihitoTtCOm.^'^t>-^<Di[kM 

:^^m<^U0.m (-a-^siRNAS) ^Kinase mhihitoTt(Dm.^^i>^KX^^M 

f*. -h|Ell^g^Jl-(l)^|^^Ot><DMV^fCo Kinase inhibitorirbT. ITD^M 
^J!S(C^b-C#M14<^i^V^AG1295 (CALBIOCHEM^fcj^) ^fCo 

[0103] (2)^S^^<Dh7>':^':^^^iy3> 

±mMMmi-i2) tmm^. RPMii64oj#fl& i^:f3yy<4:t^&m) icioi^m% ^ 

v'BfrjflL* (FBS) ^miJaX^Xmhfhtimm i^T. culture mediumirlT^-r) . 5^ 
m% CO #?iT^ 37X:X-24f^m, MV4-limm^m\^fCo oV^-e, Opti-ME 
M (FSiPd^ . Invitrogentfc^) -ell^bfcMV4-l iMSk (1 X lO'^jB^/ml) ^Cuv 
vet(BIO RAD^tiM'MB 4mm) (C^U ^CuwettC, siRNA3^)^igSl. 2/z 
M^/^SJ;5l^l^iPLfCo ^fet^I. Cl<OCuwet?r. Gene Pulser XceUC^nli^, BIO 
RAD^tM) iC±-yhl.fc^. eSOV/cm. 25msec'ePulsebfCo HkK. 

zL./vyu—hK 100 M l/e7a./^i:/^;5 j;5 (c5>iiU;rco 

[0104] Jfe43^=i:^hn—/VsiRNA^bT.C3GFP (Green Fluorescent Protein<^^M 

[0105] (3)AG1295^s!ia 

4mM AG1295 (DMSOJCT^^) gtfsBculture mediumtZlTlO a* M. 6 /z 
M<S.U?0 M M (0. 25Wm% DMSO) (CfiaMbfc#^S(^)AG1295^. _h|E (2) X 

2 

T. 37'C-ei^#b/Co J§«WMm72^^ @ . Premix WST-l|^^(^p1,^, i5?;& 

o ^i^fi#^n=6T'IIJfeb. ^(D^mi^^^ibtio a^-hn— /J^siRNA/OM 
M AG1295-Ch7^:?^73.iJ^^/3:/LfcJ^<DlimiB{CJtt55bfc+0*f±im^ (%) ^ 
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[0106] miicjov^T. mMmAGi295m&{nM)^mminMmmmi%)^^-ro 

[0107] m 1 i^^^M^^ Kinase inhibitor^4a-e(0^atCi«9> MV4-1 1 (ITD^ 

tcm^tit^. MM^^&OiC. 3. OnM AG1295-e59. 8%, 5. O/zM AG129 
5-e84. 3%Ji]^J$tl^vl^36S||^-e#fCo siRNA3^-effiV>fc#'^. mS^<D 
i^Mi-i. =ii/hn— /V-siRNA/O/iM AG1295-eh7i^;^:7a^^^/3:^bfcJ^i:Jt 

83. 7%nm^tv5:Lt7()mm-v^fco 

[0108] b;6^b?&;eiSb. II<^#^^IC, siRNA3^G1295^^#ffli-§^, ^M<DmMi^. 
n^^hn— /VsiRNA/O M M AG1295-eh7:/;^:73i^v^3>'bfc:#^^lt'<. 3. 0 
ixM AG1295-e94. 5%. 5. OjuM AG1295-e99. 7%t0m^M<i^U't^:i 

[0109] ;i(Z)^^(;iJ;?). siRNA3^(D^, fc§V^{^^®j^a^!fei^^AG1295^(DW■fe:/ 
HJfeFlI 5 

[0110] a)Fit3(Dmm^iRimi^o^mm^^vtc-<i^i^-{zx^mmmm^^ 

f-isbSi^m^/o CO , 37'CT*i§#b-C*3V >fcMV4-ll^Jlia (2 X lO^^Ji^) ^Cuw 

2 

et(BIO RAD^fcjBi;^!^ 4mm) (Jlj^U ^CuwetCl, |lii^j3"t?#||L^FIt3 
ynDmi^^^ir^^^^— 3 Ai g. X{i=i:^hi2— /k^U-C. Flt3/lTD^^i:GC 
'^*;&S|^D-efe§^:J'^— 3 n s^^MVtCa l!kK::L<DCuwvett:. Gene Pulser 
Xcell(Sp"oiS.BIO RADaM)liI-fe5'hbfc^. GSOV/cm. 25msec 

-CPulsebfCo ^>C(J:Cuwet(c:iil^LfcJNaj|&?S*<D4{S^4<Dctilture medium't'lC 

2 

37'CT*jiSHJiaS^abfCo i#^MM24^ra^. JNAI^Oiimfi^'teilr^ Premix WST- 
||@^}*#>irn=6-e||JfiL. ^O^J^ifi^^J?)^ MV4-1 1 (iTD^Mtft^ 
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[0111] m2\,z.^^ti^XoK. MV4-11 inD^mM^^)mfl^(DmMi^. =j:/ha— /wjj: 

-efcSMV4-ll^^«<iim«l^J-r^^;^^#btl.S^i;dS$g^T'#fCo 
^Jfe^ll 6 

[0112] (DJiiFlta siRNA(D-^f!fei:MtFi 

tUtmMtVX<DsiEiNA(Dm^ik^, HL-60mS^ (Flt3WTiS^m) ^ EoL-ljilB 
m (FltSWTMmm.) RUMV4-1 (Flt3/ITD?S^m) ^ffl V ^Ti^WbfCo Jfe 

^mmmi^^\^^xit. 3's;§m^tJt^#$^<^v^dsRNA(^:ov^T^tvJ•Lfco 

[0113] ATPjg'^g|5'iaiH*ife<D^6«jia^JSriB^J#-^:32lJ:^-ro i<^=^6^ia^J{^:Mi-'5siR 
^^<D^6<jBB^J^ia^J#-^: 351^:^1-0 ic^^fi^jBE^Jlc^-rSsiRNAO-fe^^^gB 

^:/;=^gB^JtriB^J#-^ :39K. T>^±>:^M^\^&fm^ : 40lC:^i-o 
[0114] (2) ^«--(Da^i^^A 

HL-60^Jia.EoL-lj^PlJia^U?MV4-llJNflJiS<^^jNflJiaf*. 10M*% l^i^l^fi^ 
lfiLM(FBS)^^^;tJBU/cBlPMI1640i#fl&(i5':3&7^M;t%i:M)-C\ 5^^% CO 

2 

T. 37'C-e24^Mi^^UfCo 
[01 15] ^jNBjja^l . 5 X lO^JNBiia/'ml^/.eS (iOpti-MEM . Invitrogen^t^i 

)iC!il^U#btV^cM?^^Cuwet(BIO RAD^tm-MW. 4mm)(C^U^C 

uwetlC-^^feUfcsiRNA^^n^ni^^Sft 1 . 2 At Mi:/j^§ J;5 (d^^Wb/Co 
[0116] ^fctC^ ;i<DCuwet^Gene Pialser XceliC^p^^x BIO RAD^fcM) {Ciryhbfc 

ft^SfeS 650V/cm. 25msec-ePulsebfCo Xfel^l. Cuwet\Z.mMVfz.m^ 

WM(D4iBM<Dcultuie medium 4^ KMk.XMM\^. 96lJ7ai/V:/lx— KcilOO n \/ 
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[0117] ?fc*3^3:^hn—/^siRNA^b-C(*C3GFP (Green Fluorescent Protein<^ig 
[0118] i3)KNA=F^(DMm 

[0119] #^>;fbfdRNA lOOng^^M^L. gB^J#:i-: 130;^^SB^J^^i-§:^y=fp<i^lx 
pmol) ^L. Real Time One Step RNA PGR Kit (^p^Ji^ . ^1^'7y<^:t^± 

43V ^-rtt. SYBER Green W:^y^<'<:t^M)\^^^<'^%<Dmm^.lAEUCv 
cler(®foi&. RochethM) (-J;9ay^UfCo Bfl^J#-^: 15Jlt)«16fBmo>^7-r-7— 
^ffiV^Tl^#^^:GAPDH mRNA^Sy^i-S^l^tCjlt). RNAM^^^ip'fbbfcio 

[0120] PCR^#(*, 95t:-e30#o^:/^3L^— i^3:/(D^. ss'C-ei^^eox^-eio^^ 

72•C■x?30#^S:li^'Y:^'/^^i-S40f--r^5^/^<DSJ^?^^T^.C9^^^i:bfc«. 

[0121] ^(D^^^^ Flt3(^^|g^tt]^Jb5S^^l-43V>-C3' ^{z:^ttibTV>;5TTga^J^ 
•^*?JeV ^iB^J-Cfe5^^-Ct5lTD^M^*-t-5jNBJiST*|imbfcFlt3 mRNA^^J^J 

iTD^m^5^.ev N (0*19 WT) (DmMb)AM\^xmum^m\ir^^biimUX^ 

[0122] (l)'a-^siRNA(©>MJ!aitm-^(7)^# 

:^f^m(Dm^^tVX^^siRNAl, 2. 3^-^#i-5:;&i^7'/V^t;?siRNA3^ 

Ij:J;5MV4-ii (ITD^^)^l}a<D^t5apl$?£^4{;Iov^-c^f^LfCo -^^siRNAl 
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[0123] (2) r^Jia^<^Transf ection 

{^:f3y^U:^^) 1^110^% 4^|&i«jfiLm (FBS) ^Mx.tz.mm iUr. culture 
mediumi:$5^i-) . 5^:^% CO #liT. 37'C-e24^F^^*bfCo Hki^^^siR 

2 

NA3<Dh9:^:^'7:x^^iya:yti, UT<DX'9i^^otlo Opti-MEM (invltrogen^fcM) 
X-mM\^tcMV4-limM(2X10^mS^y ml) =tCuvwet(B10 RADthSi;^^^ 4 
mm) ;itK--^^bfcsiRNAl. 2^t;«3Sr^*^/Winx.fcsiRNA;^iJ^7'/VJt 

^Gene Pulser Xcell(BIO RADth^) (C-fe^/hbfc^. 650V/cm. 
25msec-ePulseb/Co ^f^l. Cuwet^cSg^Sbfcj^lla^Si(D4'fig^iOcuIture med 

ium^{j:;!jpxi-c^^gU sei^ai/i^yi^— h(cioo/i i/!i73i/vi^7fe5J;5{-5>iibfco 

[0124] =i>^hn—/VsiRNAi:bT{iC3GFP (Green Fluorescent Protein<^^ 

#-^31) ^^i-^siRNASrl^mtcg^f^UT^itbfCo 

[0125] (3)jNaiiSJtmaiJ^ 

_blB (2) -effil:bfc96i>cn/w:/w— h(;iioo ^ i/'!>^/w;tjp^5^% co #?ST 

2 

. 37t:-C^^LfCo mmmiithm2mm @ (C^JISOiim^tt^Premix WSX-ll^: 
n=6-e|lifeb^ -€r<7?¥^i^{il^^J?)yto s'Vhn— /VsiRNA"eTransfection(Dii5it 

mi^it^i^xcomMmMm (%) ^^^jto j^;^^iii3ic^i-o 

[0126] |l|3lC^Lfci5(C, siRNA3^-e{i46. 5%mM^mi-^^tt^^^thti7!)K si 

RNA:*i5'7"/v-Ci*23. o%t^m^m^^mymim'f'^^t:d^^^tifco :i(D^ticx^ 

[0127] :^mm KX^s thFIt3(Dj^jfi^^^*|g. if ^-iATP^^^ami^ 
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0128] BB^J#-^ : 1 ATPf^^MiiLmi^(Dm'^cY>NAmmX-h^o 

0129] iB^J##: 2{*. SEQl-Stl5^i-o p^i^l^;r^K20^tJ«21}*. 'ry^^->V:^^^U:t 

0131] ia^J#-^ : 4}^ , TKK^-f >'(D|HS5}-cDNABa^J-efc§o 

0132] iB^J#-^ : 5}*, SEQ2-S^|5^i-o ^^l^:t^V20RU2U^^ 'f:^^->})^^^\^:t 

0133] gB^J#^ : 6(*, SEQ2-ASi$5^i-o ^^^:^^h^20RXJ^2 1 , T^^t^i^V^^^l^ 

0134] BH^J#^ : 7(*, FIt3/ITDKp«'r:^<D§P^cDNAgB^J-CfeSo 

:0135] ga^J#-^:8(i;, SEQ3-S^I5^i-o ^i5^V':<i-^K20^t;?21}*. x;r=3^ixy7j?p^^V';^- 

:0136] ia^J#-§-: 9}^. SEQ3-AS^$5*^-ro pCi?W:^^K20^U?21{*. 7^:t=¥i/y7Kp^i57l/ 

:0137] ia^J#-^ : lOf*. bcr/'abl=^^7K^-r>'(OgU:9-cDNASB^jT-fe§„ 

0138] gE^J#^: ll^c:}oV^-C. :5<iJ'W:^^K20AT^21«. v^:^^>'yjJ<p?j5'^:^^K\ 'flfe<^ 

:0139] iE^J#^: 12(^l*3V ^T. ^i^U:t^\^20RXJ^2U^. y^:^^iy]}^^^^^:t'^¥\ i^(D 

0140] gE^J#-^: 13}*. Flt3^3— K'r5Jtfe^^^ii♦ii--5i^ca^)<DPCR7'7-r•^— Fltl 1 
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[0141] ia^J#-^: 14{*, Flt3Sr=i— Ki-^it^^^^it*S-rSfcJ?)(DPCR7'7-r-^— Fltl2 
[0142] iB^J#-^: 15{*. GAPDH^=i— K-fSit^^^iii|ig-t-;5fca?)(^PCR7"7-r-^— 

Gi-efc^o 

[0143] iB^J#^: 16{i. GAPDH^=i— Ki-'5jt^^^^i|iSi-SfcJe)<DPCR:/7-r-^— 

G2-efc5o 

[0144] ia^J#-^ : 1 7{*, ATPjg-^Kp<-r:/(C^-r^siRNA^^m$-iirS^ci60^^;^;-fey 
hFlt3SIlF-efcSo p?^V:t^Kl-5(D^*^{*, BamHI$lJRB^^g|5{i. p^^J'V'r^^K 

[0145] gB^J#-^ : 18{*. ATPJ^'a-Kp«'l':/(C^-t-SsiRNA^^m$-1irS/ci60|iim:^-fe2/ 
hFltSSIlR-Cfe^o p?^W;^^Kl-5(^^*^{^, Hindlll^JPS^^gp^, ^i5'W;*-^K 

[0146] @B^J#-^: 19{*, 3:/hci— yHB^JOfci6<D^^-feyhFlt3CONlF-efe<5o p^iJ^ 

[0147] ga^J#-^:20f*. =3:/hti— /HH^J(0^^<Dfcfc<^^^-fe2'hFlt3CONlR-efe 
So y^^yy^'f-YV-^oymM^. HmdIII^JRBS^^I». ^^1^:^^K10-15(D^^ 

[0148] iB3?y#-^:21(i, Flt3/ITDK>-l'>'(^:>fJ-i-SsiRNA6D|g^<0/ca?)<D^^-fe5'h 
Flt3SI3F-CfeSo :5?^lx;t^Kl-50^*|g{*, BamHI$!)K^^§P^, 3?i5^1^:^^K2 
6-34<Dfg^fi, /W— ^i5'l^:^^K54-59<Z)^^}i , RNAjKUp*^— ^Illi?' 

[0149] iB3^J#-^ : 22fi. Flt3/'ITDK^-r:^{c:^i--5siRNAO^^<7)fcfe(^^^-fe5'h 
Flt3SI3R-efeSo p<iJ^W:t^Kl-5<D^*igfi, Hindlll^iJIS^^giJ^a, p<^W;^-^Kl 
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[0150] iB^J#-^:23^^. =i>h^—/i^Mm<D^^<Dtzib(Dm^-t^yhFlt3CON3F'Ch 
So ^^y^:t^hn-5(Dmi^ti. BamHlU^mU^. p?^W;*-f^K26-34(D^^ 

[0151] iE^J|&-^:24{*. =i:/l>n— /HE^J(D|§m(Ofc«)<D^^;^;-fe5'hFlt3CON3R 

*)So ^^l^:t^h*l-5(Dmi^i'i. HindIII$!)RSi^^gB^, p?^l/::^-^KlO-15<Z>® 

[0152] iE^J#-^ : 25}*, 5 ' -y—'!rl^-y^^i^^v4'^—Xh^o 

[0153] ia^J#-^ : 26«. 3' i^—'ir>'iy>i^':^7^-^—X:h^o 

[0154] E^J#-^ : 27fi . J^ja#|fP^Kp<-r>'T*&5o 

[0155] gB^J#-^:28^^, ^tii^^-^-^— ^K^^i/^CfeSo 

[0156] iB^J#-^ : 29}i. ATPj^-a-K^-^'^/'Cfe'So 

[0157] gB^J#-^ : 30{J:joV ^T. p?:J'W:^^K20^tJ«21 ^^^'^iJ'W^^^K^ 

[0159] gB^J#-^ : 32^*. ATPj^-^|fP^(DgjS:9-cDNAga^J-e3!?5o 

[0160] iH^J#-^ : 33(i, siRNAt?fe-5o 

[0161] BB^J#-^ : 34}*. siRNA-CfcSo 

[0162] iB^J## : 35}i. TKK^-f:x<DgP^cDNAiE^J-e&<5o 

[0163] iB^J#-^ : 36}i> siRNA-CfcSo 

[0164] gH^J#-^:37f*>siRNA-C^So 

[0165] ia^J#-^ : 38}*, Flt3/lTDKp<^>'<D|fP:9'cDNAgB^J-e^S„ 

[0166] ia^J#-^:39}*, siRNA-efeSo 

[0167] ia^J#-^:40}*, siRNA-Cfe-So 
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[2] TIB (a) — (c) : 

[4] gE^J#-^: U 4. 7. 32. 35&X^38^^h^J:^mXiOmi-£thfc{i?'fl:<thim<DMmm 

mi^m-^ : 33(DmmMm%:^'r^mmtm^m^ : 34<D^mm^^'r^mmt^ 
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[7] Tie (a) - (c) : 

(b)gB^J#-i-:28|a^OthIE^MFlt3(0=3E^-^— -^^^(DcDNAJMiH^Jlil^f^S 

[10] mmmtK gB^j#-^ : 2<D:^sia^jsr^-f-;5^^.i:@B^j#-^ : 3<D^mmm^m'r 
iE^j## : 33(DmMMm^m-t^mmtmmm^ : 34(DmsiB3?ij^#-rs^^i:^ 
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